suspected soft tissue disorders, or osteoarthritis (73.0-85.3 %). In RA patients, 56.3 % of examinations were conducted to monitor disease activity. Nearly all investigations (99 %) had clinical implications, while the results of 78.6 % of examinations (51.6-99.0 %) were deemed useful for patient education. This first standardized multicountry survey performed in CEEs provided a structured documentation of the routine MSUS use in participating countries. The majority of MSUS examinations were performed for diagnostic purposes, whereas one-third was conducted to monitor disease activity in RA. A majority of examinations had an impact on clinical decision making and were also found to be useful for patient education.
Introduction
In the past decade, musculoskeletal ultrasonography (MSUS) has been extensively used by an ever-growing number of rheumatologists in both research studies as well as in daily clinical practice. The need to monitor individual patients, along with the recognition that MSUS can depict subclinical synovitis and enthesitis, have been the main drivers behind the escalating utilization of MSUS [1] [2] [3] [4] . In addition, MSUS has the potential to reliably guide treatment interventions (e.g., needle aspiration, intra-articular injections) [5, 6] and was shown to have profound effects on disease classification and physician decision making [7, 8] . Progress in practice was accompanied by an increasing need for organized education regarding the use of MSUS [6, 9, 10] . European guidelines for education and documentation of MSUS for rheumatologists, including those issued by the European Federation of Societies of Ultrasound in Medicine and Biology were issued [10] [11] [12] . Advancements in research and education were accompanied by increasing access to MSUS devices among rheumatologists [13] . Nowadays, an increasing number of hospital departments, outpatient clinics, and emergency departments equip their facilities with ultrasound devices suitable for MSUS imaging.
Most of the available data on MSUS in the field of rheumatology has been collected within the framework of clinical studies. Data on the actual usage and utilization of MSUS equipment in routine clinical practice by rheumatologists in Europe, however, are limited and outdated. The few available surveys collected information primarily on the expertise and training of the investigators, rather than on the MSUS examinations themselves [6, 9, 14] . Detailed analysis of such examinations would be particularly relevant for improving MSUS utilization and value in general and could facilitate ongoing international research activities. Such data are particularly lacking for Central and Eastern Europe, a region in which we know almost nothing about the overall acceptance of MSUS in rheumatologic practice.
The primary objective of the Musculoskeletal UltraSound as a Tool (MUST) study was to gain insight into the use of MSUS imaging in routine rheumatologic care in Central and Eastern European (CEE) countries.
Methods
This cross-sectional, observational, multicenter survey was conducted in the following nine CEE countries: Bulgaria, Croatia, the Czech Republic, Estonia, Hungary, Lithuania, Romania, the Republic of Serbia, and the Slovak Republic. From the remaining countries in the CEE region, representatives from Albania, Latvia, Poland, and Slovenia were contacted by the principal investigators; however, these countries declined to participate in the study. Montenegro, Macedonia, Kosovo, and Bosnia-Herzegovina were omitted because of the absence of country representation with regard to the study sponsor (AbbVie).
Investigational sites were selected based on the availability of MSUS equipment at the site and were identified with help from the national societies to ensure representative coverage in each individual country. The aim was to collect approximately 3000 data sets from approximately 40-50 sites.
Participating sites recorded information on the methodology of all consecutive MSUS examinations performed over a 6-month period or up to 100 ultrasonography events, regardless of diagnosis, extent, location, or purpose of MSUS imaging. Data for site and investigator characteristics were recorded by using purpose-designed case report forms (CRFs) in English. Additional CRFs were used for capturing information about the individual MSUS examinations.
The following endpoints were investigated: frequency of MSUS imaging at study sites; the percentage of MSUS examinations performed at various stages of individual disorders; the purpose of MSUS imaging; and the impact of MSUS findings on clinical decision making and on the professional conduct of the investigator. Furthermore, the study gathered information on the study site, ultrasound equipment, number of rheumatologists, and their level of competence in diagnostic MSUS, as well as on patient turnover at individual sites.
For the statistical analysis, three analysis sets were utilized: (1) a site-based analysis set (SBS), which included all data on participating study sites documenting at least 1 MSUS investigation; (2) an investigator-based analysis set (IBS), including all data on MSUS investigators at participating study sites (i.e., those included in the SBS); and (3) an examination-based analysis set (EBS), comprised of data on all documented MSUS investigations.
The study was approved by the appropriate national ethics committees in each participating CEE country. Studyrelated activities started only after informed consent was obtained from the patients.
The statistical analyses were carried out with version 9.2 of Statistical Analysis System software (SAS Institute Inc., Cary, NC, USA). Data were stratified according to study site, investigator, and type of examination. Simple descriptive and summary statistics were calculated. Qualitative data (e.g., gender) were generally presented as frequency distributions. For the calculation of percentages, missing data (denoting data not entered into the CRF) were generally considered as a separate group. Quantitative data (e.g., age) were analyzed by statistical parameters such as valid N, mean, standard deviation (SD), minimum, maximum, and median. Where applicable and interpretable, 95 % confidence intervals (CIs) are provided. All analyses were generally performed overall and by country.
Results

MSUS sites (SBS analysis)
Data were collected on 2810 MSUS examinations performed by 95 rheumatologists at 44 study sites in nine CEE countries, during the observation period from July 2011 to October 2012. The number of sites included for each country was as follows: Romania, ten sites; Bulgaria, eight sites; Hungary and Czech Republic, six sites each; Slovakia, four sites; Estonia and Croatia, three sites each; and Lithuania and Serbia, two sites each.
The majority of sites were either university hospitals (25 sites; 56.8 %) or other hospitals (11 sites; 25.0 %), while seven additional centers included private practices (4 sites; 9.1 %), outpatient clinics (1 site; 2.3 %), and other medical institutions (2 sites; 4.5 %). These data were missing for a single site (2.3 %).
Annual turnover of rheumatology patients undergoing MSUS was between 1000 and 10,000 in the majority (68.2 %) of study sites. The largest data sets were reported from Hungarian (546 MSUS examinations), Romanian (500 MSUS examinations), and Estonian (351 MSUS examinations) sites. A mean of 4.6 ± 3.3 (SD) MSUS examinations were carried out weekly at these sites, with the lowest mean of 1.5 ± 1.6 examinations in Bulgaria and the highest mean of 9.0 ± 3.6 examinations in Lithuania.
Over all study sites, on average, 3.7 ± 2.6 physicians were trained in the application of MSUS. The mean number of trained rheumatologists was highest in Serbia (6.5 ± 2.1) and lowest in Slovakia (2.0 ± 0.8). The majority of the rheumatologist experts undertook either any one of the official EULAR MSUS courses (beginner, intermediate or advanced) or EULAR-endorsed MSUS courses, while a smaller number undertook national courses.
The brand and type of MSUS equipment varied between (and in some cases within) each CEE country. Information on the major brands and type of MSUS equipment within the CEE region, along with the transducer frequencies, is provided in Supplementary Table 1 .
MSUS investigators (IBS analysis)
MSUS investigators carried out a mean number of 29.6 ± 18.5 MSUS weekly examinations, ranging from a mean of 8.7 ± 3.4 examinations in Bulgaria to up to 60.0 ± 22.4 examinations in Serbia. The mean number of MSUS courses attended by the rheumatologist investigators was 2.9 ± 2.3. On average, physicians in the Serbian study sites attended the highest number of MSUS courses, with a mean number of 8.3 ± 4.6, whereas physicians in Lithuania attended only 1.5 ± 0.6 courses. Every second physician (n = 49; 51.6 %) attended at least one advanced level MSUS course, while 39 (41.1 %) attended at least one basic level course.
MSUS examinations (EBS analysis)
Scheduling of the MSUS examinations
Most MSUS examinations (51.9 %) were scheduled ad hoc, whereas 43.4 % of examinations were elective. While the rate of ad hoc investigations was highest in Lithuania (76.3 %) and lowest in Bulgaria (20.4 %), elective examinations were most frequent in Croatia (65.0 %) and least frequent in Lithuania (17.7 %). The majority of examinations were initial investigations (79.6 %), whereas only 18.3 % were repeated. In Hungary, the rate of initial examinations was highest at 88.5 % (and lowest with 9.9 % of repeated investigations); in Bulgaria, the rates were 55.8 % (initial) and 42.5 % (repeated).
Diseases assessed with the MSUS examinations
The most common diagnosis within this study was rheumatoid arthritis (RA), which was diagnosed in 34.8 % of the examined patients (Table 1) . Other common diagnoses included spondyloarthritis (SpA; 14.9 %), soft tissue disorders (14.7 %), osteoarthritis (OA; 12.9 %) and undifferentiated arthritis (UA; 10.9 %); all other diagnoses [juvenile idiopathic arthritis, gout, calcium pyrophosphate dehydrate (CPPD) deposition disease, septic arthritis, and systemic lupus erythematosus] represented <10 % of patients. Nearly every second patient (51.9 %) was classified as having chronic disease at the time of the MSUS examination.
Content of the MSUS examinations
Investigated structures were mostly joints (93.3 %); in 15.1 % of cases, entheses were examined, while the examination included other soft tissue structures in 23.0 % of examinations. The percentage of examinations investigating joints was relatively homogeneous between the different CEE countries (88.6-98.7 %); however, entheses were examined in only 6.8 % of MSUS examinations in Hungary, while 37.2 % were examined in Bulgaria.
The number of joints investigated per MSUS examination ranged between 1 and 46 joints, with a mean of 6.8 ± 8.4 joints. The highest mean number of investigated joints was reported in patients with RA (9.8 ± 9.4), followed by patients with unknown or missing diagnosis (9.4 ± 10.3). The fewest number of joints was reported for septic arthritis (1.3 ± 0.5). Similarly, the number of entheses ranged from 1 to 40, with a mean of 3.6 ± 3.5 entheses.
Purpose of the MSUS examinations
The majority of MSUS examinations (58.8 %) had a diagnostic purpose, while 33.2 and 15.0 % of examinations were performed to monitor disease activity or the efficacy of treatment, respectively. Guidance of an interventional procedure served as a purpose in 11.6 % of MSUS examinations. The highest rate of diagnostic investigations occurred in Lithuania (74.7 %), whereas the lowest occurred in Bulgaria (47.8 %). The proportion of examinations monitoring disease activity ranged from 9.3 % in Serbia to 49.4 % in Romania. The purpose of MSUS for monitoring treatment efficacy ranged from 7.3 % in Croatia to 35.4 % in Bulgaria and the use of MSUS to aid in an interventional procedure ranged from 0.3 % in Croatia to 22.8 % in Estonia. In 0.4 % of cases, the respective information was missing.
The purpose of the MSUS examinations differed between the different rheumatic diseases. While the majority of MSUS examinations (56.3 %) in patients with RA were performed for the purpose of monitoring disease activity, in patients with UA, as well as in those with suspected soft tissue disorders or OA, the MSUS examination primarily served a diagnostic purpose (82.0, 85.3, and 73.0 %, respectively; Table 2 ). In patients with SpA, the ratio between diagnostic and monitoring examinations was balanced (46.3 and 42.0 %, respectively).
Impact of the MSUS examinations
In almost all cases, the MSUS examinations had at least some impact, with no impact implicated in only 28 cases (1.0 %). In 58.6 % of cases, the results of the examination confirmed a clinical suspicion; in 24.9 % of cases, it clarified an unclear pathology; in 23.6 % of cases, the (Table 3 ).
Based on their reports, overall, the investigators considered the MSUS examination to be a reasonable use of their time in the vast majority of cases (96.6 %; Table 4 ). Investigators in Serbia showed considerably divergent assessments from the other countries in this context, with only 83.3 % of examinations classified as reasonable.
The results of 87.0 % of MSUS examinations were found to have educational value for the physician, while the results of only 11.8 % of examinations had no educational value for the physician (Table 5) . Again, the lowest rate of positive assessment in this regard was observed in Serbia, with an educational value attributed to only 67.3 % of investigations.
Every third MSUS examination (33.3 %) was reported as not useful for teaching or sharing purposes (i.e., with colleagues), whereas in 65.1 % of cases, rheumatologists were able to utilize the results for either one of the aforementioned purposes. In 78.6 % of examinations, the results were used to educate the patient (Table 6 ). The highest and lowest rates (99.0 and 51.6 %) in this regard were observed in Slovakia and Estonia, respectively. In 2.5 % of examinations, information about the potential educational value for the patient was missing.
Discussion
This is the first study that provides comparative information about real-life MSUS examinations in routine rheumatologic care in CEE countries based on a structured questionnaire.
In recent years, MSUS has established itself as a highly sensitive and useful diagnostic tool for the detection of intra-and periarticular changes, including synovitis, tenosynovitis, bone erosions, and osteophytes, which are pivotal to most commonly occurring rheumatic diseases [15] [16] [17] [18] [19] . Reflecting this progress, MSUS is now a recommended imaging modality for diagnostic, monitoring, and predictive purposes with both RA and SpA [20, 21] . The data supporting such applications of MSUS in daily clinical practice are derived almost exclusively from observational studies. The vast majority of these studies, however, included selected patients, highly trained observers, as well as high-end ultrasound equipment. Information on the actual usage of MSUS in routine care is scarce to nonexistent, and was primarily assessed on a national level [22] [23] [24] [25] [26] [27] [28] . European surveys have reported considerable variation in training and practice between countries for both MSUS examinations in general and ultrasound-guided musculoskeletal interventions [6, 9, 14] . Rather than analyzing the standardized documentation of routine MSUS examinations, the available studies evaluated the needs and practice of participants (rheumatologists and/or rheumatologist experts in MSUS) [6, 9, 14, [22] [23] [24] [25] [26] [27] [28] [29] . Therefore, it is difficult to draw comparisons between the findings of these studies and our study, which was based on the standardized documentation of routine MSUS examinations. Broadly speaking the main findings of our study are in accordance with other studies. In their study on the use of MSUS in the UK, Brown et al. [24] have found that the greatest clinical utility of MSUS were inflammatory arthritis assessment and guided procedures, findings which were also verified by Cunnington et al. [25] . Similarly to our study, a Romanian and a Spanish study could demonstrate that MSUS was primarily used as for diagnostic and monitoring purposes [27, 28] .
Our survey, based on the standardized documentation of routine MSUS examinations, confirmed that MSUS is utilized in daily clinical practice in CEE countries. Overall, MSUS is primarily used to monitor RA, while it is utilized as a diagnostic tool in other commonly occurring rheumatologic diseases, such as OA or UA. We found that MSUS was also frequently utilized in the diagnosis of soft tissue disorders; this latter finding likely reflects an unmet diagnostic need. Consequently, MSUS was likely underutilized for other connective tissue diseases, such as systemic lupus erythematosus, in which the diagnosis of musculoskeletal imaging in general plays a smaller role. The number of examined joints was also highest in RA, likely reflecting its polyarticular involvement as compared to the other conditions. The fact that MSUS examination most commonly led to the establishment of a new diagnosis in CPPD deposition disease is in agreement with studies that suggest that MSUS might prove to be a sensitive and specific tool for the diagnosis of CPPD crystal arthritis and may even outperform conventional X-ray imaging [30, 31] . The fact that the percentage of MSUS examinations performed to guide musculoskeletal procedures (i.e., joint and soft tissue injections, arthrocentesis, or biopsies) was relatively lower for inflammatory arthritides (RA, SpA, and UA) and higher for OA and soft tissue disorders might reflect the different role and weight of local interventions within the therapeutic armamentarium for the given conditions. While we provide novel insights, our study has some limitations. Although nine countries contributed valuable data to the MUST survey, eight additional CEE countries declined or were unable to participate. The overwhelming majority of study centers were university or other hospitals. The extent of possible differences in the routine practices of the individual study sites is also unknown. The MSUS equipment and competence of professionals who participated in the survey also varied considerably between countries and sites. While investigators in the participating centers were requested to document and report all and every MSUS examination conducted within the study period, we cannot rule out sampling bias introduced by the individual investigators. However, given the multinational and multicenter nature of our survey, the influence of such biases, if any, is negligible. Additionally, inherent survey bias may have led to overestimation, in particular with regard to the reasonable use of time and educational value. Also with regard to the latter data and also with regard to the clinical impact of the MSUS examination, our findings are based simply on the physician's response and may have introduced a certain participation bias, which, however, certainly applies to almost all studies conducted among rheumatologists practicing MSUS. Nevertheless, this does limit the applicability of our results to rheumatologists in general and likely represents the views of rheumatologist experts in MSUS predominantly. When considering the common diagnoses, which were examined by MSUS, the overall case mix of the study centers should also be taken into account; however, such data were not collected within the framework of the study. Finally, lacking comparable multicenter studies, no reference exists to compare our data with that of other regions of the world.
Overall, we have shown that MSUS may play an important role in the diagnosis and monitoring of commonly occurring rheumatic diseases, as well as on therapeutic decision making in CEE countries. MSUS is considered to be a reasonable use of time and has educational value for both physicians and patients. These results and the differences among the surveyed countries suggest a need to develop a more comprehensive international guideline for the extension of the use of MSUS in view of the current practices in rheumatology.
